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46
Trichinellosis is a parasitic infection produced by a nematode of the genus Trichinella. This parasitic disease is a zoonosis emerging and/or re-emerging in several regions of the world.
48
In Argentina, trichinellosis is mainly caused by Trichinella spiralis and is endemic in pigs, 49 the major source of human infection [1] . Transmission occurs after ingesting raw or 50 undercooked meat containing viable L1 infective larvae from pork and pork products 51 manufactured without the appropriate sanitary controls [2] . Larvae are released from the 52 nurse cell (due to the gastric digestive fluid pH) and migrate to the intestine; where they Currently, the drugs most commonly used for treating trichinellosis are benzimidazole 64 derivatives such as albendazole, flubendazole, mebendazole, and thiabendazole [4] .
65
However, when included in conventional pharmaceutical forms, these drugs fail to be 66 effective to kill muscle encysted larvae [5] [6] [7] . Albendazole (ABZ), a benzimidazole 67 carbamate, is an anthelmintic compound widely used in the treatment of systemic nematode 68 infections [8] . Nevertheless, its effectiveness is limited by its poor water solubility (1 µg/mL A c c e p t e d M a n u s c r i p t 5 at 25 °C) and the consequent low bioavailability, producing in some cases an unpredictable 70 therapeutic response.
71
Several strategies may be employed in order to increase solubility, dissolution rate and oral 72 bioavailability of poorly water soluble drugs, including the formation of complexes with 73 cyclodextrins (CDs) [9] . These carriers have the ability to form inclusion complexes with 74 various compounds of low polarity, increasing their apparent solubility. β-cyclodextrin (β-75 CD) consists of seven glucopyranose units and, owing to its crystalline structure, it shows a 76 deficient water solubility. The substitution of β-CD hydroxyl groups, the most reactive being 77 C 6 -OH and C 2 -OH, produce very heterogeneous and non crystallizable products. In a 78 previous work, a non-toxic, water soluble carrier β-CD derivative with citric acid, β-CD 79 citrate (C-β-CD), was synthesized and physicochemically characterized [10] . C-β-CD 80 presents acidic groups in its structure that interact strongly with basic drugs such as ABZ, 
Drug formulation and physicochemical characterization
94
The synthesis of C-β-CD was performed as described by Garcia et al. (2014) [10] . Briefly, T.spiralis larvae were counted as dead (Fig. 1) ; this was corroborated by absence of 154 movement and/or the typical "comma" stance in some larvae.
155
The reduction percentage in larval burden was calculated for each animal, using the 
Antiparasitic activity assay in Trichinella spiralis infected mice
176 Table 1 shows the antiparasitic activity of ABZ:C-β-CD and ABZ pure drug, against 
182
Besides the observed decrease in the total number of recovered encysted larvae, the 183 treatment also induced a loss of viability as assessed by the vital stain (Table 1 , Fig. 1 ).
184
Thus, when both number and viability of recovered larvae were considered, ABZ:C-β-CD in muscle larval burden [6] . Altogether, these reports indicate the need for high dosage and/or 207 long treatment periods to improve the antiparasitic efficacy of ABZ against encysted T.
208
spiralis larvae.
209
The results of the present study showed that ABZ complexed with the novel derivative of β- The finding of a significantly increased proportion of dead worms in the larvae recovered 
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